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What is claimed is: 

1, A method of predicting the likelihood of a 

negativ^ pregnancy outcome in a female subject 
comprising : 

5 (a) contacting a sample from the subject with a 

captu:^e antibody which specifically binds to 
an ear\Ly pregnancy associated molecular 
isoformXof hCG under conditions permitting 
fonnationi of a complex between the antibody 
10 and the early pregnancy associated molecular 

isoform of\hCG; 

(b) measuring t^he amount of complexes formed, 
thereby det^ormining the amount of the early 
pregnancy associated molecular isoform of 

15 hCG in the sample; and 

(c) comparing the amount early pregnancy 
ru associated molecular isoform of hCG in the 

sample determined in step (b) with _the 
amount determined for temporally matched, 
2 0 normal pregnann ✓subject, wherein the 

relative absence\ (QSE-s the early pregnancy 
associated molecular isoform of hCG in the 
sample indicates \a negative outcome of 
pregnancy for the sVibject. 

i. A method of predicting \ the likelihood of a 

negative pregnancy outcom)^ in a female subject 
comprising : 

(a) contacting a sample frbm the subject with a 
30 capture antibody which s|pecif ically binds to 

an early pregnancy assipciated molecular 
isoform of hCG under conditions permitting 
formation of a complex between the antibody 
and the early pregnancy asspciated molecular 
35 isoform of hCG; 

(b) contacting any complex forced in step (a) 
with a labelled detection \antibody under 
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conditions permitting binding to the complex 
theXcapture antibody and the hCG isofoarm; 

(c) measuring the amount of labeled detection 
antibody bound to the complex so as to 
thereby^ determine the amount of the early 
pregnancy associated molecular isoform of 
hCG in tne sample; and 

(d) comparing \ the amount early pregnancy 
associatedXmolecular isoform of hCG in the 
sample determined in step (b) with the 
amount deteVmined for a normal pregnant 
subject, wherein, the relative absence of the 
early pregnane^/ i^ociated molecular isoform 
of hCG in theXs^ample indicates a negative 
outcome of pregnancy for the subject. 



The method 



20 



of claim 1, step (a) further 

s . -V — 

comprising a detection antibody which 
specifically binds to hCG without substantially 
cross-reacting with \said antibody under 
conditions permitting formation of a complex 
between the antibody arid the early pregnancy 
associated molecular isoform of hCG. 

-The — m e t - hod — — claim — 3-; — Wherein — the captu re 
-^antibofiy is m^2.,. 
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(a) 



-The — m e t - hod — e€ — claim — — wherein — feiie — do to ct - ion 
-antibody is B207 



A method of predicting the likelihood of a 
negative pregnancy outcome in a female subject 
comprising : 

contacting a samfblleQf rom the subject with a 
capture antibody vmlch specifically binds to an 
early pregnancy associated molecular isoform of 
hCG under conditions permitting formation of a 



oipmplex between the antibody and the early 
pregnancy associated molecular isoform of hCG; 

(b) measuring the amount of complexes formed, thereby 
dete2:*i^ning the amount of the early pregnancy 
associated molecular isoform of hCG in the 
sample; arid 

(c) comparing \ the amount measured in step (b) with 
the amountX determined by contacting the same 
sample witnv a second capture antibody which 
specif icallyX binds to intact non-nicked hCG 
without subs\tantially cross-reacting with 
said antibody \ under conditions permitting 
formation of a compllex between the antibody and 
the early pregnanM^^associated molecular isoform 
of hCG and a secorra-^etection antibody, wherein 
a high ratio of amoumis determined for said first 
capture antibody relative to the second capture 
antibody indicates \ positive outcome of 
pregnancy for the subject, a low ratio indicates 
a negative outcome of pregnancy for the subject . 

Tbe — method arrnrrii ng tjo oi\q-iTn wh erein the 



-oe oond capture — antibody io — B109 — aftd — the — c e cond ' 
-d etection antibody io D108 ^ 



method of claim 1, step (c) comprising 
comparing the amount early pregnancy associated 
molecular isoform of hCG in the sample determined 
in step {&)swith either (i) the amount determined 
for temporkily /hatched, normal pregnant 
subject (s) or (ii^)v,^ne) amount determined for non- 
pregnant subject (s.>^<Stf,iiere in amounts of the early 
pregnancy associated molecular isoform of hCG in 
the sample similar to amount^of early pregnancy 
associated molecular isoform oriiCG in temporally 
matched pregnant samples indicate a positive 
outcome, amounts of early pregnancy^a^sociated 



moleculBr isoform of hCG in the sample similar to 
amou: early pregnancy associated molecular 

isoformspf hCG. 
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The method of — claim 1, — wh e r e i - n - the — s ampl e — i-s — a- 
urinary sample or a blood sample. 

TheNpethod of claim 1, wherein the sample is an 
aggrega^ sample taken from at least one day. 

The method of'N^aim 1, wherein the antibody is 
labeled with a detectable marker. 




The method of claim ll,"Niherein the detectable 
marker is a radioactive isb4;ope, enzyme, dye, 
magnetic bead, or biotin. 



The method of claim 12, wherein the 
-ar sotope is — I^^^ . 



ctive 



20 



25 



30 



35 



14 . >A method of predicting pregnancy outcome in a 
subject by determining the amount of an early 
pre^ancy associated molecular isoform of hCG in 
a samp]^ comprising : 

(a) contacting^ a capturing antibody which 
specif ically\binds to the early pregnancy 
associated molefenlar isoform of hCG with a solid 
matrix under condit^ion^ permitting binding of the 
antibody with the soiU^^^ matrix ; 

(b) contacting the bound ,i)Wt-rix with the sample under 
conditions permitting binding of the early 
pregnancy associated molecular isoform of hCG 
present in the sample with\ the capturing 
antibody; 

separating the bound matrix and theNsample; 
contacting the separated bound matrisx with a 
detecting antibody which specifically m^ds to 



(c) 
(d) 
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:g under conditions permitting binding of 
anybody and antigen in the sample; 

(e) measWing the amount of bound antibody on the 
bound a^atrix, thereby determining the amount of 
early pre^ancy associated molecular isoform of 
hCG in the\sample; 

(f ) comparing tn^ amount early pregnancy associated 
molecular isof csnrm of hCG in the sample determined 
in step (e) wisth the amount determined for 
temporally mat c he cL /normal pregnant subject (s), 
wherein amounts of t^?e early pregnancy associated 
molecular isoform df^hpc in the sample similar to 
amounts of early pregnd^cy associated molecular 
isoform of hCG in tempo^lly matched pregnant 
samples indicates a positivte outcome , and a less 
amount indicates a negative o^^tcome of pregnancy 
for the subject. 

15. The method of claim 14, further comprising: 

(a) removing of the sample from the matrix; and 

(b) washing the bound matrix with an appropriate 
buffer . 



The — method'^of claiffi — 3^4^ — where ii^ — — c aptur i ng 
antibody is B152 . 



17. The method of claim 14, where: 
— antibody is B207. 



^le detecting 
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claim 



step 



further 



T^h^^^ method of 
comprar&4jrig a second capturing antibody which 
specif icalTly. binds to intact non-nicked hCG 
without subs^^^iklly cross -reacting with 
said antibody unq^^^ conditions permitting 
formation of a complex bfe<ween the antibody and 
the early pregnancy associatelivniolecular isoform 
of hCG. 
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Tho — method — according — to — c laim — T&i — wherein — Lhe 

GCGond capturing antibody B109 and the 

■detecting antibody ic B 1Q8 . 
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The method of 



je method of claim 14, step (d) further 
comprising a second detecting antibody which 
specifsLcally binds to hCG without substantially 
cross-reacting with said antibody under 
conditions\permitt ing formation of a complex 
between the\ant]ibody and the early pregnancy 
associated mol>^!^ljT>^r isoform of hCG . 

14 , step (f) comprising 
comparing the amoibnt of the early pregnancy 
associated molecular os^of orm of hCG determined in 
step 

determined in step (b) f6r the second antibody, 
wherein a high ratio of amounts determined for 
said antibody relative to ti;^e second antibody 
indicates a positive outcome of^regnancy for the 
subject, a low ratio indicates a n^ative outcome 
of pregnancy for the subject 




(e) for said antibody with the amount 
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lie lueLhud of — claim 14, wherein — the samp It: — rs- 
sample or a blood sample. 



The metho 
aggregate s 



claim 14 , wherein the sample is an 
^e taken from at least one day. 
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The method of clainNl4, wherein the antibody is 
labeled with a detectabj^ marker. 

The method of claim 24, wherfe^Ui the detectable 
marker is a radioactive isotope*>^ enzyme , dye, 
magnetic bead, or biotin. 



-Th e m e thod of claim 25, — whoroin th& 



ive 
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is o top e — ±B — 
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method for determining the amount of early 
pr*egnancy associated molecular isoforms in a 
sampS^e comprising: 

(a) cOT^iacting the sample with an antibody which 
specifically binds to an early pregnancy 
associated molecular isoform of hCG under 
conditiori^ p^^niiitting formation of a complex 
between thevantdbody and the early pregnancy 
associated-ii(jolecular isoform of hCG; and 

(b) determining the^ amount of complexes formed 
thereby determining the amount of early 
pregnancy associatVd molecular isoform of 
hCG in the sample , 
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The method of claim 27, 
specifically binds a 



wheivein the antibody 
region \ of the early 
pregnancy associated molecular \soform of hCG 
comprising a carbohydrate moiety, 

method ul ulalm 2 7 , — WlreYteiti the antibody is 
prodxicea^-bvthe hybridoma cell line accorded ATCC 
Accession No . H&^^-i^ 6 7 




The method of claim 27, where: 
B152 . — 



antibody is 
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"As^di agnostic kit for determining the amount of 
eariys,^^ pregnancy associated hCG is a sample 
comprising : 

(a) An antibody which specifically binds to an 
early pre^gnajicy associated molecular 
isoform; and 

(b) a solid matri^ N^p which the antibody is 
bound ; and 

(c) reagents permitting 




e formation of a 
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complex between the antibody and a sample 



32. ThX d'lagnostic kit of claim 3 1, wherein the 

antils(crai) is B108 as detection antibody and B109 
as cap^re antibody. 
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37. 



The — diagnostic — kit^ — — claim — 3ri-; — whe^^ein — "d^^t^ 
*^atrt-ibe dy is D207 ao dotGCtion antibody and DT 5" 2 " 
•^ as capturo antibod y 



T he diaynustic kit of claim 31, — 3- 2 or 33 -^urther 

Co m prisin g — control — cample (o - ) norma - 1 — pregncm fe- 

- Sample (c) . 



-3^be-dir a . gno s tic kit of claim 31 ^ — 32, or 3 3 whcrQ - i - rr 

l^b^"^^*^ ^A7^^h ^ r^P^^f^^^nh1r mnrlrrr 

The diagnostic kit of claim 35, wherein the 
detectable markei^^^s a radioactive isotope, 
enzyme, magnetic beadT^^dye or biotin. 




The diagnostic kit of claim 3( 
ladiuactive isotope ic — I^^^ ■ 



wherein the 



25 38. antibody which specifically binds to an early 

pre^^ancy associated molecular isoform of human 
choriohip gonadotropin . 



39. The antibody dfs^laim 38, wherein the antibody 

30 specifically bin^^>. to a region of the early 

pregnancy associated rnqlecular isoform of human 
chorionic gonadotropin^vs^omprising both a 
carbohydrate moiety and protfe>in part. 
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Th e monoc l- on - a - I — antibody of claim 3 8 dooignatod 
0152 . 
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■ A Iiybxidu i na cell ac coraed ATCC Accession No.HB- 
-±- 2467, pxuduciuy Lh e monocionax antilDOdy ot claim 

' 



Th^ early pregnancy associated isoform of hCG of 
cl^xflKl 




^gnancy — accociatod — icoform of — hCG 



t-iie — muiiuL-lunal — aiiLibudy — of — claim 



method for detecting non- trophoblast malignancy 
a sample comprising: 
(a\ contacting a sample with an antibody which 
^specifically binds to the early pregnancy 
ssociated molecular isoform of hCG under 
cc^ditions permitting formation of a complex 
bet\een the antibody and the early pregnancy 
assoOJ.ated molecular isoform of hCG; 

(b) contaoting the sample with a second antibody 
which specifically binds to intact non- 
nicked h^G without substantially cross - 
reacting wiYh said antibody under conditions 
permitting formation of a complex between 
the antibody\ anO^ the early pregnancy 
associated mol< 

(c) measuring the amount/ of complexes formed, 
thereby determini-rrgCthe amount of the early 
pregnancy associatecK molecular isoform of 
hCG in the sample; anc 

(d) comparing the amount "bf early pregnancy 
associated molecular isofprm of hCG in the 
sample determined in ste^ (b) with the 
amount of early pregnancy associated 
molecular isoform of hCG r^i the sample 
determined in step (c) , wherern a positive 
detection of early pregnancy \associated 
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aolecular isoform detected in step (b) and 
a \re3^tive absence of the early pregnancy 
assc^^ted molecular isoform of hCG detected 
in st:^3 (c) indicates the presence of non- 
trophobl^^ malignancy in the sample. 

The method of cla i rj 44, — whprein the antibody is. 



- B152 . 



The method of claim 44^Cywherein the complex 
formed in step (a) is detected by a detection 
antibody. 



LhuJ — orf — claim — 4-6-; — wherbiiii — ttre — dfasLeuLiuii 




antibody 




The method of claim 44, 
- antibody is B109: 



in the second 



20 



49 



Th^^met^od of claim 44, wherein the complex 
formed. \;rn) step (b) is detected by a detection 
antibody 

Th e — method — of claim , — where - dm — feiie — dr etection 




-a ntibody io DIOQ. 
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method of claim 44, wherein the non- 
troph^blaOt malignancy is ovarian malignancy or 



prostatdsm&lignancy or some other non- trophoblast 
ma 1 i gn an Gy<*^ 



- The meLhud ul ulalm 44^ wherein une sample is a" 
urinary sample or q blood oamplc. 



35 53. A method for detecting gestational trophoblast 

disease in a sample from a subject comprising: 
(a) contacting a sample with an antibody which 
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specifically binds to the early pregnancy 
associated molecular isoform of hCG under 
conditions permitting formation of a complex 
between the antibody and the early pregnancy 
5 associated molecular isoform of hCG; 

(b) contacting the sample with a second antibody 
which specifically binds to intact non- 
nicked hCG without substantially cross- 
reacting with said antibody under conditions 

10 permitting formation of a complex between 

the antibody and the early pregnancy 
associated molecular isoform of hCG; 

(c) measuring the amount of complexes formed, 
thereby determining the amount of the early 

15 pregnancy associated molecular isoform of 

hCG in the sample due to binding with the 
first antibody, and late pregnancy 
associated molecular isoform of hCG in the 
sample due to binding with the second 

20 antibody; 

(d) determining the ratio of early pregnancy 
associated molecular isoform of hCG to late 
pregnancy associated molecular isoform of 
hCG in the subject; and 

25 (e) comparing the ratio of early pregnancy 

associated molecular isoform of hCG to late 
pregnancy associated molecular isoform of 
hCG in the sample determined in step (c) 
over time, wherein a continuing. high ratio 

3 0 of early pregnancy associated molecular 

isoform of hCG to late pregnancy associated 
molecular isoform of hCG in the sample 
determined in step (c) indicates the 
presence of gestational trophoblast disease 

3 5 in the subject. 

&4-: The method of claim 4 8 -> — wherein th e antibody io 
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B152 ■ 



The — meth o d — crf — ulalu T — 4"8": wnerem the second 
-aiiLib - ody is B109: " ^ 



TheymeLhuJ ui cl<^liu 4B, wnerein the gestational 



L'x upll<^b5rast disease Is choriocarcinoma or 
HydaLi-^ii^arm mole. 



0 5T7 



Thtd me t hodXof — egb aim 40, — wherc - in the — s ample is - b/ 
urlnaxy — sample ul — a blood s -amp3re-r-^ 



